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Abstract
Background: Schizophrenia is a highly heritable chronic mental disorder with significant abnormalities in brain function.
The neurodevelopmental hypothesis proposes that schizophrenia originates in the prenatal period due to impairments in
neuronal developmental processes such as migration and arborization, leading to abnormal brain maturation. Previous
studies have identified multiple promising candidate genes that drive functions in neurodevelopment and are associated
with schizophrenia. However, the molecular mechanisms of how they exert effects on the pathophysiology of
schizophrenia remain largely unknown.
Results: In our research, we identified growth arrest specific gene 7 (GAS7) as a schizophrenia risk gene in two
independent Han Chinese populations using a two-stage association study. Functional experiments were done to
further explore the underlying mechanisms of the role of Gas7 in cortical development. In vitro, we discovered that
Gas7 contributed to neurite outgrowth through the F-BAR domain. In vivo, overexpression of Gas7 arrested neuronal
migration by increasing leading process branching, while suppression of Gas7 could inhibit neuronal migration by
lengthening leading processes. Through a series of behavioral tests, we also found that Gas7-deficient mice showed
sensorimotor gating deficits.
Conclusions: Our results demonstrate GAS7 as a susceptibility gene for schizophrenia. Gas7 might participate in the
pathogenesis of schizophrenia by regulating neurite outgrowth and neuronal migration through its C-terminal F-BAR
domain. The impaired pre-pulse inhibition (PPI) of Gas7-deficient mice might mirror the disease-related behavior in
schizophrenia.
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Background
Schizophrenia is a multifactorial neurodevelopmental dis-
order with a prevalence of about 1 %. To date, genome-
wide association studies have revealed hundreds of genes,
which are involved in neuronal calcium signaling, synaptic
plasticity and neurodevelopment, as schizophrenia suscep-
tibility genes [1]. However, the underlying mechanisms of
how these genes contribute to schizophrenia remain
elusive. Biological experiments are necessary to further
explore the molecular underpinnings of these genes.
The precise function of the brain relies on the com-
plex architecture of neural circuits that are established
during development. Defects in neuronal morphogenesis
and cell migration in the cerebral cortex can cause dis-
ruptions in neural circuits that lead to mental disorders
including schizophrenia [2]. Microtubules and actin are
essential components of the cytoskeleton that play crit-
ical roles in neurodevelopment and shaping neural net-
works [3, 4]. The basis of neurite initiation, outgrowth
and branching is rooted in the ability of the actin and
microtubule cytoskeleton to undergo dynamic changes
[5–7]. In developing neurons, microtubules steer growth
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cones as they interact with actin filaments contributing
to growth cone advance and turning in filopodia, and
consequently govern axon guidance and synaptic plasti-
city [8]. Abnormalities in those processes may alter the
strength of information processing and thus participate
in the pathogenesis of human developmental brain dis-
eases such as schizophrenia [9]. A recent paper reported
that, in cultured olfactory neuroepithelial cells from indi-
viduals with schizophrenia, the stability of microtubules
was increased [10].
Growth arrest specific gene 7 (GAS7) was initial identi-
fied in growth-arrested NIH3T3 fibroblasts [11, 12]. Previ-
ous studies have demonstrated that Gas7 is abundantly
expressed in the central nervous system (CNS), including
the cerebral cortex, hippocampus and cerebellum [13]. In
addition, functional studies have indicated that Gas7 is re-
quired for neurite outgrowth and neuronal differentiation
[13–15]. The Gas7 protein can directly interact with F-
actin to enhance actin polymerization [16]. Recent studies
have reported a novel role for Gas7 in maintaining micro-
tubule stability and polymerization [17]. In light of these
findings, we hypothesized that Gas7 might play a role in
the pathogenesis of schizophrenia and deficits in Gas7
might impact normal brain development.
To date, there is no direct evidence revealing the bio-
logical function of Gas7 during brain development,
although the importance of Gas7 during neurite out-
growth and neuronal differentiation has emerged recently
[13, 15]. In the present study, we first conducted a two-
stage case control association study in two independent
Han Chinese populations. We found that GAS7 is signifi-
cantly associated with schizophrenia. We performed in
vitro and in vivo assays to explore the biological functions
of Gas7 during brain development. We found that Gas7 is
involved in neurite outgrowth and neuronal migration
through its F-BAR domain. In addition, we focused on
schizophrenia-related endophenotypes that are reliably
modeled in mice. Our results identify GAS7 as a
susceptibility gene for schizophrenia and highlight the
functional importance of proteins directly regulating
membrane deformation for proper neuronal migration
and morphogenesis.
Results
Positive association of GAS7 and schizophrenia
We performed a two-stage association study of schizo-
phrenia (SZ) in the Han Chinese population. In stage
one, we screened seven single nucleotide polymor-
phisms (SNPs) in GAS7 from our initial genome-wide
association study (GWAS) data [18], which detected
three associated SNPs, rs9908211, rs12150284 and
rs11656696 (Table 1). In stage two, an independent
population, including 2514 unrelated schizophrenia
patients (1128 males and 1386 females; mean age: 32.4
± 8.6 years) and 2637 healthy control subjects (1187
males and 1450 females; mean age: 31.8 ± 9.3 years),
was recruited for validation. The results support the as-
sociations of all three SNPs with SZ (Table 1).
All of the seven SNPs we selected showed minor
allele frequencies (MAFs) greater than 5 % in our
samples. The genotype distributions of the seven
SNPs in either the case or the control groups did not
show significant deviations from Hardy-Weinberg
equilibrium (HWE) (P > 0.05). No significant differ-
ences in age or gender distributions were found
between the case and control samples. The allele fre-
quencies of the seven SNPs are shown in Table 1.
Given that all the positive SNPs are located in the
intron region of the genome and previous results
from GWASs have indicated that the functions of
associated intron SNPs exert their effects through al-
tering gene expression rather than protein structure
[19, 20], we decided to investigate the functions of
GAS7 by overexpression and knockdown assays with
in vitro and in vivo approaches.
Table 1 The summary results of single marker association for the SNPs of GAS7 gene in two-stage study
Stage Marker Associated Allele Frequency in Case Frequency in Control OR (95%CI) P value
1 rs12450747 A 0.464 0.496 0.88 (0.78–0.99) 0.036
rs11649731 A 0.585 0.558 1.12 (0.99–1.27) 0.073
rs12452356 A 0.876 0.895 0.83 (0.69–1.01) 0.056
rs9908211 A 0.268 0.222 1.28 (1.11–1.47) 6.98E-4
rs12150284 C 0.504 0.450 1.24 (1.10–1.40) 5.90E-4
rs11656696 A 0.481 0.533 0.81 (0.72–0.92) 7.81E-4
rs7208708 C 0.506 0.547 0.85 (0.75–0.96) 0.0078
2 rs9908211 A 0.246 0.225 1.12 (1.03–1.23) 0.012
rs12150284 C 0.487 0.452 1.15 (1.06–1.24) 4.20E-4
rs11656696 A 0.494 0.532 0.86 (0.80–0.93) 1.69E-4
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Both overexpression and knockdown of Gas7 result in
aberrant neuronal morphogenesis
We began our study of the role of Gas7 in neuronal de-
velopment by identifying the function of Gas7 during
early neuronal development in mice. First, we measured
the abundance of Gas7 in the developmental cerebral
cortex and hippocampus. The peak level of Gas7 was
present in the cortex and hippocampus at P7 and P14
(Fig. 1a). We then transfected neurons at 0 days in vitro
(DIV0) with Gas7 plasmid and observed the morph-
ology of neurons according to previous methods
(Fig. 1c) [21, 22]. As early as DIV3, more neurons
transfected with Gas7 were found to develop into stage 3,
compared with EGFP-transfected controls (Fig. 1c). We
calculated the number of dendrites (the primary neurites)
and the length of the axon (the longest neurite)
(Additional file 1: Figure S1A). The average number
of primary neurites was higher, as well as the length
of the longest neurite (Fig. 1d and g). We next tested
the function of Gas7 in neuronal morphogenesis by
designing short hairpin interfering RNA (shRNA) and
silent mutant as a shRNA-resistant form of Gas7, to
acutely knockdown Gas7 expression and exclude the
possibility of off-target effects, respectively (Fig. 1e).
As expected, neurons transfected with shRNA showed the
opposite effect compared with overexpression, as a higher
Fig. 1 Gas7 influenced development stages of cortical neurons through F-BAR domain in vitro. a Immunoblotting revealed the Gas7 levels in the
cerebral cortex (left) and hippocampus (right) during development. b Schematic representation of domain organization of Gas7. c Morphological
characterization of cortical neurons in early three stages (left). Percentage of cortical neurons transfected with Gas7, pCAG-IRES vector (Mock) and
truncates of Gas7 (△CC, △FCH, △WW) in different stages (up row). Percentage of cortical neurons transfected with pSUPER (Mock) and shRNAs
target-Gas7 (ShB4) in different stages (below row). d Representative images of cortical neurons at stage-3, which transfected at DIV0 for 3d with
different truncates of Gas7, Gas7 and Mock by electroporated transfection. e Immunoblotting in HEK293T cells showed that Gas7 specific shRNAs,
ShB4 is efficient to knockdown Gas7 rather than shRNA-resistant Gas7 (synonymous mutation). f Representative images of cortical neurons at
stage-3 which transfected at DIV0 for 3d with mock, ShB4 together with GFP. g Quantification of number of the primary neurites (left) and the
length of the longest neurite (right) as shown in Fig. 1d. Data represent mean ± SEM. N = 3 (number as indicated) for each group. h Quantification
of number of the primary neurites (left) and the length of the longest neurite (right) as shown in Fig. 1f. Data represent mean ± SEM. N = 3
(number as indicated) for each group. Scale bar, 5 μm
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percentage of the neurons stayed in stage 1 and stage 2
(Fig. 1c), and neurons developing into stage 3 exhibited
less primary neurites and shorter axons (Fig. 1f and h). To
study the effect of Gas7 in later stages, we transfected
neurons using calcium phosphate at DIV4 and fixed the
cells at different developmental stages. As early as DIV7,
overexpression of Gas7 caused overgrowth of both apical
dendrites and basal dendrites, mainly evidenced by in-
creased numbers of primary and secondary dendrites
compared with controls (Fig. 2a and b). As late as DIV10,
these excessive dendrites kept growing and became net-
shaped around the cell body, and by DIV21 we could not
distinguish individual dendrites (Additional file 2: Figure
S2A). The neurons with aberrant morphogenesis were
EMX1-positive, indicating that they were cortical pyram-
idal neurons (Additional file 2: Figure S2B). When neu-
rons were transfected with shRNA, significant reductions
in both axonal and dendritic branching were observed at
DIV7. This effect could be rescued by co-transfection of a
shRNA-resistant form of Gas7, demonstrating that this is
not an off-target effect (Additional file 2: Figure S2C). The
fact that changes in Gas7 expression level can influence
branching in cortical neurons, a process previously shown
to require filopodia formation, suggests that Gas7 pro-
motes neurite branching through its ability to induce filo-
podia in neurons [23, 24].
Both full-length Gas7 and its F-BAR domain induce
filopodia formation
It is generally accepted that Gas7 possesses three func-
tional domains: the N-terminal WW domain, the middle
Fes/CIP4 homology (FCH) domain and the C-terminal
coiled-coil (CC) domain (Fig. 1b). The FCH domain and
the CC region have also been represented as a single ex-
tended domain, the F-BAR domain, which mediates
oligomer formation and interactions with the submem-
brane region [25]. Overexpression of Gas7 can induce
filopodia formation (Additional file 3: Figure S3A, B).
Furthermore, expression of the isolated F-BAR domain
(Gas7△WW) also induced filopodia formation, suggesting
that the F-BAR domain maybe be a membrane-
targeting motif (Additional file 3: Figure S3C). This
effect requires the F-BAR domain because deletion of the
CC (Gas7△CC) or FCH (Gas7△FCH) domain does not in-
duce filopodia formation in SH-SY5Y cells (Additional file
3: Figure S3D, E). These data suggest that the F-BAR do-
main of Gas7 is necessary for induction of filopodia-like
membrane protrusions (Additional file 3: Figure S3F).
Gas7 regulates neurite formation and branching through
the ability of its F-BAR domain to form filopodia
To further identify the functions of each domain in
neuronal morphogenesis, we constructed truncates of
Gas7 and transfected neurons with them. Indeed, we
found that Gas7△WW-overexpressing neurons displayed
similar morphogenesis to those overexpressing full-
length Gas7, while overexpression of Gas7△FCH or
Gas7△CC had no effect on the ability of neurons to initi-
ate excessive neurites (Figs. 1d, g and 2a, b), suggesting
that the F-BAR domain is necessary for normal function
of Gas7 and the ability of the F-BAR domain to induce
filopodia requires the existence of both the FCH and CC
domains. According to previous research, the C-terminal
of Gas7 can directly interact with actin and cause F-
actin assembly [16]. This is confirmed by further experi-
ments where we co-transfected neurons with control or
Gas7 plasmid with mCherry-UtrCH (a visible red probe
of F-actin) [26], and found that the F-actin, which was
tagged with mCherry and immunostained as a red color,
is co-localized with Gas7 (Additional file 4: Figure S4A).
Statistical analysis showed that neurons transfected with
Gas7 exhibited F-actin assembly with more dense red
fluorescent intensity compared with control neurons
(Fig. 2c and d). To investigate if there are other under-
lying mechanisms, we added Cytochalasin D to the cul-
ture medium. After Cytochalasin D treatment, we found
that overexpression of full-length Gas7 no longer pro-
moted the development of neurons (Fig. 2e and f).
These data suggest that the F-BAR domain of Gas7 can
regulate neurite formation and branching through inter-
action with actin. Together, these data suggest that Gas7
increases neurite initiation and branching through the
ability of its F-BAR domain in mediating F-actin
polymerization to induce filopodia.
Overexpression of Gas7 inhibits radial migration of
cortical pyramidal neurons by increasing leading process
branching
During brain development, neuronal migration requires
considerable changes in cell shape involving coordinated
cytoskeletal and membrane remodeling [27]. Neuronal
migration involves the coordinated extension and adhe-
sion of the leading process (LP) along the radial glial
scaffold [27]. The tremendous changes in neuronal mor-
phogenesis after overexpression of Gas7 made us won-
der if the neurons can migrate to the target layer of the
cerebral cortex. To determine the effects of Gas7 and
the F-BAR domain during cortical development, we in-
troduced our truncated constructs into radial glial pro-
genitors at embryonic day 14.5 (E14.5) using in vivo
electroporation. We hypothesized that overexpression of
Gas7 or its F-BAR domain should be sufficient to block
migration by increasing filopodia formation. At postnatal
day 0 (P0), we found that overexpression of Gas7 and the
F-BAR domain truncate (Gas7△WW) severely inhibited
radial migration compared with that in control EGFP-
expressing slices (Fig. 3a and b). We quantified radial mi-
gration by determining the ratio of neurons in the Cortical
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Plate (CP, where pyramidal neurons complete migration),
intermediate zone (IZ, where they initiate radial migra-
tion) and ventricular/subventricular zone (VZ/SVZ, where
the majority of neurons are generated). The percentage of
neurons migrated to the CP is significantly decreased by
Gas7 or F-BAR domain truncate overexpression (Fig. 3c
Fig. 2 Overexpression of Gas7 and △WW can contribute to aberrant neuron morphogenesis by inducing filopodia. a Representative images of
cortical neurons transfected at DIV 4 for 3 d with different truncates of Gas7 (△CC, △FCH, △WW), Gas7, pCAG-IRES (Mock) by calcium phosphate
transfection. Scale bar, 20 μm. b Quantification of numbers of basal and apical dendrite branch as shown in Fig. 2a. Data represent mean ± SEM.
N = 3 (eight neurons) for each group. c Gas7 regulated F-actin and contributed to F-actin assembly. Plasmids were co-transfected with mCherry-
UtrCH, a versatile fluorescent probe for actin filaments. Scale bar, 5 μm. d Quantification of normalized intensity as shown in Fig. 2c. Data represent
mean ± SEM. N = 3 (9 neuron) for each group, two fragments per neuron and GFP fluorescence intensity as control. e Representative images of cortical
neurons transfected with Mock and Gas7 at DIV 0 for 3d, which were acute treated with Cytochalasin D (30 min). f Quantification of length of the
longest neurite as shown in Fig. 2e. Data represent mean ± SEM. N = 3 (>100 neuron) for each group. Scale bar, 50 μm
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and d). In contrast, the overexpression of Gas7△FCH or
Gas7△CC had no effect on neuronal migration compared
with that in cells transfected with control EGFP plasmids
(Additional file 5: Figure S5A, B). To explore the mechan-
ism underlying this migration delay, we dissected embry-
onic mice brains at E17.5, when most of the cortical
pyramidal neurons are still on their way to the cortical
plate [27]. The LPs of full-length Gas7 transfected neurons
displayed excessive branches (Fig. 3e). This is consistent
with previous research reporting that excessive LP
branching in migrating cortical neurons can inhibit
neuronal migration [28, 29]. Altogether, these data
suggest that Gas7 increases neurite initiation and
branching through the ability of its F-BAR domain to
induce filopodia, which in turn negatively regulates
neuronal migration.
Reduction of Gas7 expression affects neuronal migration
by extending leading process length
We next introduced Gas7 shRNA into E14.5 cortical
neurons to examine the effect of Gas7 knockdown dur-
ing brain development. Previous research reported that a
decrease in LP branching can promote neuronal migra-
tion [30]. We hypothesized that, Gas7 knockdown might
reduce LP branching and promote migration, consider-
ing the opposite effect that was observed on neuronal
Fig. 3 Overexpression of Gas7 inhibited radial migration of cortical pyramidal neurons by increasing leading process branching. a, b Representative
images showing the E14.5 mouse cortices electroporated with overexpress Gas7, Gas7 △WW and pCAG-IRES vector (Mock) and examined at P0.
Representative coronal brain sections at P0 were stained with antibodies to GFP (green) and counter stained with Hoechst (blue). Scale bar,
100 μm. c, d Numbers of GFP-positive neurons is quantified in SVZ/VZ, IZ and CP zones of brain. Data represent mean ± SEM. N = 4 for each
group. e Representative images showing the E14.5 mouse cortices electroporated with indicated Gas7 or mock plasmid and examined at E17.5.
Representative coronal brain sections were stained with antibodies to GFP (green), Tbr1 (a 5-layer marker, red) and Hoechst (blue). Enlarged view of
electroporated neurons show excessive LP branching in the IZ and SVZ/VZ zones. Scale bars, 100 μm (up row) and 5 μm (below row)
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morphogenesis. To our surprise, at P0, we found that
slices expressing shRNA showed a significant decrease
in the percentage of neurons that have reached the CP
and a corresponding increased percentage of neurons in
the IZ. This suggested that reduction of Gas7 expression
also decelerated radial migration and this inhibition
might be partly rescued (Fig. 4a and b). All the delayed
neurons express Cux-1, a layer 2–3 specific neuronal
marker, indicating that disruption of Gas7 did not affect
neuronal differentiation (Fig. 4d). To understand the
mechanism underlying this phenomenon, we analyzed
single cell morphology in dissected embryonic mice
brains. We observed that, neurons expressing shRNA
demonstrated an elongated LP compared with neurons
expressing control EGFP plasmids (Fig. 4c), which
might be a manifestation of in vivo compensatory
mechanisms of the decreased neurite branching we
observed in cultured neurons in vitro. Given that neur-
onal migration requires a series of delicately coordi-
nated of biological processes [27], we speculate that the
elongated LP cannot complete the proper extension
and adhesion required for migration and this leads to
the delayed development of neurons.
Gas7-deficient mice display impaired pre-pulse inhibition
Considering all the effects observed above, we wondered
whether changes in Gas7 expression level would induce
schizophrenia-like behaviors. We tested a previously
constructed Gas7-deficient mouse model [31] with a
series of behavioral tests including sensorimotor gating
(pre-pulse inhibition; PPI), psychomotor agitation (loco-
motor activity) and hippocampus-dependent learning
and memory (Morris water maze) [32–34]. We first
identified the expression pattern of Gas7 in this strain
and found wild-type Gas7 was absent in both the hippo-
campus and cortex (Additional file 6: Figure S6A).
During the behavioral tests, we found a significant dose-
dependent effect of Gas7 expression on pre-pulse inhib-
ition (PPI). A well-known and important intermediate
phenotype of schizophrenia is impaired sensorimotor
gating. Compared with wild type mice, the homogeneous
mice showed the most severe impairment in PPI, while
the heterogeneous mice showed a milder impairment
(Fig. 5a). However, in the Morris water maze test, a test to
monitor spatial working memory function, which is one of
the most frequently impaired cognitive domains in pa-
tients with SZ [35], we found no significant difference
Fig. 4 Reduction of Gas7 expression affects neuronal migration by extending leading process length. a Representative images showing the E14.5
mouse cortices electroporated with GFP plasmids together with pSUPER vector (Mock), shRNAs targeting Gas7 (ShB4) and shRNA-resistant Gas7
(Rescue) and examined at P0. Majority of transfected neuron by ShB4 were in the IZ or SVZ zones. Migration defect can be partly rescued. Scale
bar, 100 μm. b Numbers of GFP-positive neurons is quantified in three brain zones. Data represent mean ± SEM. N = 4 for each group. c Enlarged
view of electroporated neurons after depletion of Gas7 show extending LP length, while it can be recused by shRNA-resistant Gas7. Scale bar,
5 μm. d In utero electroporation at E14.5 with ShB4 and Mock as indicated. Representative coronal brain sections were stained with antibodies to
GFP (green), Cux1 (a 2–3 layer marker, red). Scale bar, 100 μm
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between wild type and Gas7-deficient mice in latency to
find the platform, although there was a slight trend for the
mice to remain in the initial quadrant during the reverse
phase (Additional file 6: Figure S6B–D). In addition, the
Gas7-deficient mice displayed normal weight, locomotors
activity and rotator test performance (Additional file 6:
Figure S6E–G). We also excluded anxiety-like pheno-
types in the deficient mice, by examining dark-light
transition and open field in the first 10 min (Additional
file 6: Figure S6H, I).
Discussion
GAS7 is significantly associated with schizophrenia
Previous research demonstrated that Gas7 is highly
expressed in cerebral cortex, hippocampus and cerebellum
[13], all of which are reported to be key brain regions in-
volved in the pathogenesis of schizophrenia. Recent stud-
ies on biological function of Gas7 revealed that this gene
plays an important role in actin and microtubule
polymerization [16, 17]. Considering that both actin and
microtubules are essential in neural development and
schizophrenia has been long considered a neurodevelop-
mental disease, we hypothesized that GAS7 might be a
susceptibility gene of schizophrenia and conducted a two-
stage association study. Our results revealed that GAS7 is
significantly associated with schizophrenia. To further ex-
plore the potential mechanisms underlying this associ-
ation, we employed in vitro and in vivo approaches to
identify the roles of Gas7 during cortical development.
A role for Gas7 during neuronal development
It is widely acknowledged that cytoskeletal dynamics pro-
duce forces to generate plasma membrane protrusions
and invaginations; however, recent evidence suggests that
many membrane-associated proteins directly sculpt and
deform biological membranes [36]. Our study may suggest
that Gas7 regulates neuronal migration as well as neurite
initiation and branching, through the ability of its F-BAR
domain to deform membranes and form filopodia-like
membrane protrusions. This is quite a surprising result
given that F-BAR domains have mostly been characterized
for their ability to induce membrane tabulation and invag-
inations [37, 38]. In previous research, srGAP2 and
PSTPIP2 have also been demonstrated to induce filopodia
[30, 39, 40]. Notably, both GAS7 and PSTPIP2 belong to
the Pombe Cdc15 homology (PCH) family involved in the
regulation of actin-based functions and have been shown
to directly regulate F-actin bundling and enhance filopodia
formation [16, 40]. The F-BAR domain of srGAP2
has been shown to promote neurite initiation and
branching, and this ability appears to be important
for its regulation of migration [30]. The roles of Gas7
in neurite initiation and branching are likewise im-
portant for the regulation of migration.
Overexpression of Gas7 and srGAP2 can both induce
excessive neurites and result in inhibition of migration.
However, knockdown of Gas7 exhibited an opposite ef-
fect on radial migration compared with knockdown of
srGAP2. Knockdown of srGAP2 significantly reduced LP
complexity and branching and increased the rate of mi-
gration while knockdown of Gas7 increased LP length
and decreased the rate of migration. Thus, both overex-
pression and knockdown of Gas7 can dramatically
inhibit neuronal migration. The similarity of these neur-
onal migration defects may result from two different
mechanisms. Overexpression of Gas7 could induce filo-
podia and significantly increase leading process com-
plexity and branching. It has been well accepted that,
when neurons migrate into IZ-SVZ, they transform from
multipolar cells that are highly dynamic, extending and
retracting processes to bipolar cells that extend a pia-
directed leading process [41, 42]. Overexpression of
Gas7 might result in a delay in that process which in-
hibits neuronal migration. However, we observed longer
leading processes following knockdown of Gas7. That is,
neurons could transform normally from multipolar to bipo-
lar. But in the later phase, the elongated LP cannot make
the proper extension and adhesion to radial glial guide fi-
bers required for migration and this leads to inhibition of
migration. Further study is needed to investigate the precise
mechanisms underpinning the similarity of neuronal migra-
tion defects caused by manipulation of Gas7.
Our finding of abnormal neuron migration induced by in
vivo electroporation of shRNA may seem inconsistent with
previous work reporting no alteration in neuronal morph-
ology in later developmental stages of Gas7-deficient mice
[31]. However, it is quite understandable given that (1) the
Fig. 5 Behavior tests of Gas7 deficient mice. a The Gas7 deficient mice
performed abnormal in pre-pulse inhibition. Homozygous mice showed
a significant reduction in the ability to gate the startle response (to
120 dB), as indicated by decreased pre-pulse inhibition at three kinds of
startle (70, 74, 82 dB). The heterozygous mice showed moderate deficits
in PPI. WT, N= 12; Hetero, N = 9; Homo, N= 15
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significant inhibition of neuronal migration during embry-
onic stage is a short-term response to the acute reduce of
Gas7 level; (2) the Gas7-deficient mice express a labile
Gas7 mutant protein whose functions are similar to wild-
type Gas7 and the effects of losing wild-type Gas7 can be,
at least in part, compensated by the functions of the mutant
protein. Besides, there could be some other compensatory
effects from upstream and downstream signaling pathways
during the whole developmental stage of the mice and thus
result in no alterations in neuronal morphology.
Previous research, most F-BAR domain-containing
proteins possess SH3 domains [43], which can bind to
effectors of actin polymerization such as WAVE-1. How-
ever, there is no SH3 domain in any of the isoforms of
mouse Gas7 protein. An earlier study reported that the
WW domain of Gas7 could interact with N-WASP [15].
However, we observed similar effects of both full length
Gas7 and truncates without the WW domain on neurite
branching and radial migration, indicating that this ef-
fect was not due to interaction with N-WASP, but might
be through the direct interaction of F-actin and the F-
BAR domain, as shown previously [16]. Future experi-
ments should test how these two pathways function in
balance to facilitate membrane protrusion.
Gas7-deficiency induces schizophrenia-like behavior
Schizophrenia is a neurodevelopmental mental disorder
characterized by psychotic symptoms and cognitive defi-
cits, which include impaired working memory function
and sensorimotor integration that can be evaluated in
mice by the Morris water maze and pre-pulse inhibition
(PPI) behavioral tests, respectively [44]. PPI is a measure
of sensorimotor gating function. As indicated by a previ-
ous study, impairment in PPI has been recognized as an
important intermediate phenotype for SZ [45]. In Gas7-
deficient mice, although we did not find significant im-
paired working memory functions, we observed impaired
PPI, indicating that the decreased Gas7 expression level
might impact sensory motor gating function. It is worth
noting that the Gas7-deficient mouse model was estab-
lished by replacing Gas7 with a form of labile mutant pro-
tein, and the function of the mutant protein should not be
ignored. We will try to construct knock-out mice, which
might exhibit more schizophrenia-related behaviors. So,
together with our genetic and functional study, the deficit
in PPI could suggest that GAS7 might be a risk gene for
schizophrenia. Further investigation of the roles of Gas7
in the pathogenesis of schizophrenia is warranted.
Conclusions
Our results suggest that GAS7 is a candidate gene for
schizophrenia. Gas7 plays a role in neuronal morpho-
genesis and migration, inducing filopodia-like membrane
protrusions through its F-BAR domain. In addition,
Gas7-deficient mice showed sensorimotor gating deficits,
which could be a manifestation of schizophrenia-related
behaviors. Our study highlights the functional import-
ance of the susceptibility genes involved in neuronal de-




Our initial GWAS sample consisted of 768 unrelated
subjects with SZ (360 males and 408 females) and 1348
control subjects (658 males and 690 females). For valid-
ation, an independent sample consisting of 1957 cases
(1037 males and 920 females) and 1509 controls (360
males and 1149 females) was recruited. The consensus
diagnoses were made by at least two experienced senior
psychiatrists according to the Diagnosis and Statistical
Manual of Mental Disorders Fourth Edition (DSM-IV)
criteria for schizophrenia. Patients with severe medical
complications were excluded. Healthy controls were re-
cruited from communities with simple non-structured
interviews performed by psychiatrists, who excluded in-
dividuals with histories of mental health and neuro-
logical diseases. All participants were unrelated Han
Chinese recruited from the North of China. The study
was approved by the Medical Research Ethics Commit-
tee of the Institute of Mental Health, Peking University.
All participants enrolled in the study signed written in-
formed consent.
Peripheral blood samples were collected from all sub-
jects. Genomic DNA was extracted using the Qiagen
QIAamp DNA Mini Kit (Qiagen, Germany). In the
screening stage, we derived genotypes of seven SNPs in
GAS7 from our GWAS data: rs12450747, rs11649731,
rs12452356, rs9908211, rs12150284, rs11656696 and
rs7208708. In the validation stage, the genotypes of
rs9908211, rs12150284 and rs11656696 were determined
using the Sequenom MassARRAY system (Sequenom
iPLEX). 1957 cases and 1059 controls were successfully
genotyped; the calling rate being 99.91 %.
Construction of plasmids
Mouse Gas7 plasmid was gifted from Prof. Sue Lin-Chao
and truncates were generated according to the functional
domains of the schematic representation from previous re-
search [15]. The plasmids expressing full Gas7 or truncates
were fused with MYC at C-terminal and then subcloned to
pCAGGS-IRES-EGFP vector. CAG-enhanced green fluor-
escent protein (EGFP) was used as the control. shRNAs
targeting Gas7 oligonucleotides were inserted into pSU-
PER. The sequences were as follows: GGCCCAGTCCA
AGTGGTTTGA. shRNA-resistant sequences were GGC
ACAATCAAAATGGTTCGA. One nucleotide in the co-
dons was mutated in Gas7 without altering the identity of
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amino acids. Venus EGFP was co-transfected with pSUPER
for analytical purposes.
Primary neuronal culture
Cortical neurons of E17.5 ICR fetuses (from Depart-
ment of Laboratory Animal Science, Peking University
Health Science Center) were isolated in HBSS (Invitro-
gen) at 4 °C. Neurons were plated on poly-d-lysine and
laminin pre-coated glass coverslips in Neurobasal/B27
medium, maintained in culture and then fixed at differ-
ent time points for immunofluorescence analysis.
Transfection
HEK293T cells were cultured in DMEM containing 10 %
fetal bovine serum, and were transfected in a 35 mm
dish with 2 μg plasmid (Gas7: ShB4, 3:1) and 5 μl Lipo-
fectamine 2000 (Invitrogen) in serum-free medium for
6 h, and then cultured in medium containing serum for
2 days. Cortical neurons were electroporated with 10 μg
plasmids using the Amaxa Nucleofector II System
(Lonza Amaxa, Germany) and cultured in neurobasal
medium supplemented with B27 serum. Calcium phos-
phate transfection was used for neuronal morphological
observations following the manufacturer’s instructions
by preparing 4 μg plasmids mixed with 6 μl 2 M CaCl2
added into 2 × HBS.
In Utero-electroporation
After anesthesia with sodium pentobarbital, pregnant mice
at 14.5 days postcoitum were subjected to abdominal inci-
sion to expose the uterus. Mouse cortical progenitors were
electroporated in vivo as described previously [46]. Animal
care and experimental protocols were approved by the
Institute of Mental Health, Peking University.
Immunoblotting
Cortices and hippocampi of mice of indicated ages were
lysed in ice-old RAPI buffer containing protease inhibitors
(Roche). Proteins were electrophoresed on NUPAGE 4–
12 % BT Gel (Invitrogen) and transferred to nitrocellulose
membranes. Membranes were blocked with 5 % non-fat
milk in PBS buffer for 1 h, incubated with primary anti-
bodies at 4 °C overnight and with secondary antibodies for
1 h at room temperature after washing 3 times with PBST.
Immunofluorescence
Dissociated neurons: Neurons were fixed with 4 % formal-
dehyde at 37 °C for 15 min. After blocking in BSA, neu-
rons were incubated with the primary antibodies (4 °C,
overnight).
Cortical sections: Brains were removed and fixed over-
night in 4 % formaldehyde and thereafter transferred to
30 % sucrose/PBS (4 °C, overnight). Brains were embed-
ded in OCT compound and sectioned in a cryostat. The
30 μm cryo-sections were incubated overnight at 4 °C
with the primary antibodies.
Antibodies
Primary antibodies used were rabbit anti-Gas7 (Sigma),
rabbit anti-Cux1 (Santa Cruze), rabbit anti-GFP (Invi-
trogen), mouse anti-actin-mCherry (Sigma), rabbit
anti-GAPDH (Cell Signaling Technology) and mouse
anti-MYC (Santa Cruze) and alexa-546 phalloidin
(Invitrogen).
Secondary antibodies included anti-rabbit IgG IRDye
680 and anti-mouse IgG IRDye 800 (LICOR Bioscience)
for western blot and Alexa 488 anti-rabbit IgG, alexa
555 anti-rabbit IgG (Invitrogen) for immunostaining.
SH-SY5Y cell culture, transfections, staining and filopodia
measurements
SH-SY5Y cells were cultured in DMEM+ 10 % FBS, plated
in 3.5 cm dishes. Lipofectamine 2000 (5 μl) was mixed
with 2 μg plasmids in Opti-MEM and added to cells for
4 h. Cells were cultured for 2 days, and then fixed. Cells
were then washed 3 times in PBS, then blocked/perme-
abilized in 0.3 % triton + 4 % BSA (PBS) for 20 min. Cells
were then incubated with GFP (Rabbit, 1:1000) and alexa-
546 phalloidin (1:500) in PBS overnight.
To determine filopodia density, cells were imaged
using an Olympus confocal microscope, 63×/1.4NA oil
immersion objective. 5 × zoomed images were taken of
representative cells expressing each construct. Images
were then imported to NIH Image J.
Animal behavioral tests
Weight
The Gas7-deficient mice were obtained from Prof. Sue
Lin-Chao. Mice were fed and housed under 12-h light
cycle. For behavioral experiments, we used hetero × het-
ero breeding, strict sex-matched controls and 2-month-
old male mice. We recorded the weights of mice at 4, 6,
8, 10, 12 and 14 weeks of age.
Open field test
The size of the open field box was 40 × 40 × 40 cm, and
the center zone was 40 % of total area. Mice were placed
in the center of the chamber at the beginning of the
assay, and mouse movements were recorded with a
video camera for 60 min, and analyzed using the Ethovi-
sion 3.1 program (Noldus). In the first 10 min, we also
analyzed the percentage of time that mice spent in the
center and residual zones.
Dark-light transition test
An entrance enabled mice to freely move across the light
and dark chambers. The size of both the light and dark
chambers was 40 × 20 × 40 cm. Transition was defined
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as the translocation of all four feet of mice from one
chamber to the other. Mice were allowed to explore the
apparatus freely for 5 min. The time and distance spent
in the dark and light chambers were measured.
Rotarod test
Mice were trained to run in the rotarod at the uni-
form acceleration speed of 4–40 rpm/min. For the
test, the motor performance of mice was described as
the time to fall recorded for each mouse. Animals
were tested for three trials in a single day with an
interval time of 30 min.
Morris water maze
Spatial learning and memory was assayed using the Morris
water maze [47]. The pool was surrounded by contrasting
shapes providing spatial cues. The escapes latencies, dis-
tance and swim speed were recorded by an automatic
tracking system (Noldus). Animals were trained to locate a
10 cm diameter platform located within a 110 cm diameter
pool of white tinted 22 °C water. First, mice were trained
to swim for 60 s in the pool. Then training involved four
trials from four different quadrants per day with 15 min
intertrial interval, for 10 days. For the visible-platform
maze, animals were trained for the first 2 days to locate an
above-water platform with a visible cue. For the hidden-
platform maze, mice were trained for the next 8 days to
find an unmarked submerged platform. For reverse learn-
ing, the platform was placed in the opposite quadrant and
mice were trained to find the hidden platform for 4 days.
For the probe target test, the platform was removed and
the time or distance in different quadrants was recorded
during 60 s. If mice did not reach the platform within 60 s,
they were placed on the platform for 17 s.
Pre-pulse inhibition
PPI was measured as described previously [48]. To meas-
ure startle, background was set to 66 dB. To calculate pre-
pulse inhibition (% PPI), the startling pulse of 110 dB
(white noise) was preceded (by 100 ms) by an average
15 ms (7–23 ms random order) nonstartling pre-pulse
(70, 74 or 82 dB). PPI for a given pre-pulse intensity was
calculated using the following formula: (100-(average star-
tle response for pre-pulse trials/average startle response
for pulse-only trials) × 100).
Statistical analysis
The data from Fig. 1g and h are analyzed with Mann-
Whitney U test and represented as the median, bar (inter-
quartile range). Other data are represented as the mean ±
SEM. Comparisons between two groups were made using
Student’s unpaired two-tailed t tests. Comparisons among
three or more groups were made using one-way ANOVA
analyses followed by LSD multiple-comparisons test. Data
marked with asterisks in the figures are significantly different
from control as follows: *p < 0.05, **p < 0.01, ***p < 0.001.
Ethics approval and consent to participate
This research was approved by the Ethics Committee of
Institute of Mental Health, Peking University. All subjects
provided written informed consent for the genetic study.
Open Access
This article is distributed under the terms of the Creative
Commons Attribution 4.0 International License (http://
creativecommons.org/licenses/by/4.0/), which permits unre-
stricted use, distribution and reproduction in any medium,
provided you give appropriate credit to the original
author(s) and the source, provide a link to the Creative
Commons license, and indicate if changes were made.
The Creative Commons Public Domain Dedication waiver
(http://creativecommons.org/publicdomain/zero/1.0/) ap-
plies to the data made available in this article, unless
otherwise stated.
Consent for publication
All authors have proved the manuscript and agreed with
publication in Molecular Brain.
Additional files
Additional file 1: Figure S1. The axon became the longest neurite at
the stage 3. A At stage 3, the neuron was transfected with GFP and
stained with an axon-specific marker Tau-1(red), Scale bar, 20 μm.
(JPG 569 kb)
Additional file 2: Figure S2. Regulation of Gas7 and △WW can impact
development of neuron dendrites in vitro. A Representative images
showing the cortical neurons transfected with truncates of Gas7, Gas7 and
Mock by calcium phosphate at DIV 4, and observed at DIV10 and DIV21.
Scale bars, 20 μm (up row) and 50 μm (below row) B The neurons
transfected with Gas7 were also Emx1 (a specific neuronal marker, red)
positive. Scale bar, 50 μm. C Representative images of cortical neurons
transfected at DIV 4 for 3 d with Mock, ShB4 and shRNA-resistant Gas7
(Rescue) by calcium phosphate transfection. Scale bar, 20 μm. (JPG 2848 kb)
Additional file 3: Figure S3. Gas7 induces filopodia formation in a F-
BAR-dependent manner in SH-SY5Y cells. A-E Full-length Gas7 and
truncates plasmids were transfected to SH-SY5Y cells. The cells expressed
full-length Gas7 or other truncate protein and independently GFP (green),
and were stained with phalloidin for F-actin (red). F Quantification of
filopodia density as shown in Figure S3A–5E. Data represent mean ± SEM.
N = 3 (6 neuron) for each group. Scale bar, 10 μm. (JPG 3469 kb)
Additional file 4: Figure S4. The localization of Gas7 and F-actin. A The
full-length Gas7 fused with MYC was transfected into neuron. The neuron
expressing MYC (blue) and independently GFP (green) was stained with
F-actin (red). Scale bars, 10 μm and 2 μm. (JPG 850 kb)
Additional file 5: Figure S5. Overexpression of the truncated Gas7 △CC
and △FCH showed normal neuron migration. A, B Representative images
showing the E14.5 mouse cortices electroporated with overexpression of
Gas7 △CC, Gas7△FCH and pCAG-IRES vector (Mock) and examined at P0.
The distribution of GFP-positive neurons is quantified in three zones. Data
represent mean ± SEM. N = 4 for each group. Scale bar, 100 μm.
(JPG 1783 kb)
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Additional file 6: Figure S6. Gas7-deficient mice showed normal
locomoter activity, learning and memory. A Immunoblotting revealed the
depletion of Gas7 in the cortex and hippocampus of the deficient mice.
B–D Gas7-deficient mice performed normal in Morris water maze test. B
Three genotype mice showed similar time to arrive at the visual platform.
C Learning with the hidden platform and probe test with the platform
removed. Latency to locate the hidden platform (up to 60s) showed no
difference in three genotype mice. Three groups spend the similar time
in the target quadrant during the probe test. D Reversal learning and
reversal probe test. Mice showed no difference in learning the new
location of the platform across the subsequent 4 d of reversal training
(the platform was switched to the opposite quadrant). Three groups also
spend similar time in the new target quadrant in reversal probe test. E Three
genotype mice performed normal weight during 1 month age to
adulthood. F, G Analysis of Open field locomoter activity level during 1 h
and rotarod test among three groups. H, I Anxiety analysis including Dark-
Light transition test and the first 10 min at open field test. Compared
among three genotypes, there is no difference in anxiety level. N = 15 per
genotype. (JPG 2751 kb)
Abbreviations
BSA: bovine serum albumin; CI: confidence interval; DIV: days in vitro; F-
actin: filamentous actin; GWAS: genome wide association study;
Hetero: heterozygous; Homo: Gas7 deficient mice; MAF: minor allele
frequency; OR: odds ratio; PSTPIP2: proline-serine-threonine phosphatase
interacting protein 2; SNP: single nucleotide polymorphism; srGAP2: SLIT-
ROBO Rho GTPase activating protein 2; SZ: schizophrenia; WAVE-1: protein
SCAR1; WT: wild type.
Competing interests
The authors declare that they have no competing interests.
Authors’ contributions
Authors ZRZ was responsible for the experiments, image studies and
manuscript reparation. FFZ was involved in designing the study, data
analysis, editing the manuscript. YY and YLM carried out neuron experiments
and helped to draft the manuscript. LTL were responsible for recruiting the
patients, performing the clinical rating and collecting the samples. WHY
participated in genetic data analysis. DZ participated in the coordination of
experimental design and writing protocol. All authors contributed to and
have approved the final manuscript.
Acknowledgments
We are especially thankful to Dr. Sue Lin-Chao, IMB, Academia Sinica, Taiwan,
for her valuable help in providing the Gas7 plasmid and the Gas7-deficient
mice. We also thank all the patients and their families for their support and
participation.
Funding
This work was supported by National Science Foundation of China
(91232305, 91432304 and 81222011).
Author details
1Institute of Mental Health, The Sixth Hospital, Peking University, 51 Hua
Yuan Bei Road, Hai Dian District, Beijing 100191, China. 2Key Laboratory of
Mental Health, Ministry of Health & National Clinical Research Center for
Mental Disorders (Peking University), Beijing 100191, China. 3Brainnetome
Center, Institute of Automation, Chinese Academy of Sciences, 95 Zhong
Guan Cun East Road, Hai Dian District, Beijing 100190, China.
4Peking-Tsinghua Center for Life Sciences, Peking University, Beijing 100871,
China. 5PKU-IDG/McGovern Institute for Brain Research, Peking University,
Beijing 100871, China.
Received: 20 December 2015 Accepted: 10 May 2016
References
1. Biological insights from 108 schizophrenia-associated genetic loci. Nature.
2014;511:421–7.
2. Tsuboi D, Kuroda K, Tanaka M, Namba T, Iizuka Y, Taya S, et al. Disrupted-in-
schizophrenia 1 regulates transport of ITPR1 mRNA for synaptic plasticity.
Nat Neurosci. 2015;18:698–707.
3. Dent EW, Gertler FB. Cytoskeletal dynamics and transport in growth cone
motility and axon guidance. Neuron. 2003;40:209–27.
4. Dent EW, Gupton SL, Gertler FB. The growth cone cytoskeleton in axon
outgrowth and guidance. Cold Spring Harbor Perspect Biol. 2011;3.
5. Dent EW, Kwiatkowski AV, Mebane LM, Philippar U, Barzik M, Rubinson DA,
et al. Filopodia are required for cortical neurite initiation. Nat Cell Biol. 2007;
9:1347–59.
6. Gupton SL, Gertler FB. Filopodia: the fingers that do the walking. Sci STKE.
2007;2007:re5.
7. Mattila PK, Lappalainen P. Filopodia: molecular architecture and cellular
functions. Nat Rev Mol Cell Biol. 2008;9:446–54.
8. Geraldo S, Gordon-Weeks PR. Cytoskeletal dynamics in growth-cone
steering. J Cell Sci. 2009;122:3595–604.
9. Ranganath C, Minzenberg MJ, Ragland JD. The cognitive neuroscience of
memory function and dysfunction in schizophrenia. Biol Psychiatry. 2008;64:
18–25.
10. Brown AS, Borgmann-Winter K, Hahn CG, Role L, Talmage D, Gur R, et al.
Increased stability of microtubules in cultured olfactory neuroepithelial cells
from individuals with schizophrenia. Prog Neuro-Psychopharmacol Biol
Psychiatry. 2013.
11. Lazakovitch EM, She BR, Lien CL, Woo WM, Ju YT, Lin-Chao S. The Gas7
gene encodes two protein isoforms differentially expressed within the
brain. Genomics. 1999;61:298–306.
12. Brenner DG, Lin-Chao S, Cohen SN. Analysis of mammalian cell genetic
regulation in situ by using retrovirus-derived “portable exons” carrying the
Escherichia coli lacZ gene. Proc Natl Acad Sci U S A. 1989;86:5517–21.
13. Ju YT, Chang AC, She BR, Tsaur ML, Hwang HM, Chao CC, et al. gas7: A
gene expressed preferentially in growth-arrested fibroblasts and terminally
differentiated Purkinje neurons affects neurite formation. Proc Natl Acad Sci
U S A. 1998;95:11423–8.
14. Lortie K, Huang D, Chakravarthy B, Comas T, Hou ST, Lin-Chao S, et al. The
gas7 protein potentiates NGF-mediated differentiation of PC12 cells. Brain
Res. 2005;1036:27–34.
15. You JJ, Lin-Chao S. Gas7 functions with N-WASP to regulate the neurite
outgrowth of hippocampal neurons. J Biol Chem. 2010;285:11652–66.
16. She BR, Liou GG, Lin-Chao S. Association of the growth-arrest-specific
protein Gas7 with F-actin induces reorganization of microfilaments and
promotes membrane outgrowth. Exp Cell Res. 2002;273:34–44.
17. Uchida T, Akiyama H, Sakamoto W, Koga T, Yan K, Uchida C, et al. Direct optical
microscopic observation of the microtubule polymerization intermediate sheet
structure in the presence of gas7. J Mol Biol. 2009;391:849–57.
18. Yue WH, Wang HF, Sun LD, Tang FL, Liu ZH, Zhang HX, et al. Genome-wide
association study identifies a susceptibility locus for schizophrenia in Han
Chinese at 11p11.2. Nat Genet. 2011;43:1228–31.
19. Schizophrenia Working Group of the Psychiatric Genomics C. Biological insights
from 108 schizophrenia-associated genetic loci. Nature. 2014;511:421–7.
20. Maurano MT, Humbert R, Rynes E, Thurman RE, Haugen E, Wang H, et al.
Systematic localization of common disease-associated variation in
regulatory DNA. Science. 2012;337:1190–5.
21. Barnes AP, Polleux F. Establishment of axon-dendrite polarity in developing
neurons. Annu Rev Neurosci. 2009;32:347–81.
22. Dotti CG, Sullivan CA, Banker GA. The establishment of polarity by
hippocampal neurons in culture. J Neurosci. 1988;8:1454–68.
23. Ketschek A, Jones S, Spillane M, Korobova F, Svitkina T, Gallo G. Nerve
growth factor promotes reorganization of the axonal microtubule array at
sites of axon collateral branching. Dev Neurobiol. 2015;75:1441–61.
24. Dent EW, Barnes AM, Tang F, Kalil K. Netrin-1 and semaphorin 3A promote
or inhibit cortical axon branching, respectively, by reorganization of the
cytoskeleton. J Neurosci. 2004;24:3002–12.
25. Henne WM, Kent HM, Ford MG, Hegde BG, Daumke O, Butler PJ, et al.
Structure and analysis of FCHo2 F-BAR domain: a dimerizing and
membrane recruitment module that effects membrane curvature. Structure.
2007;15:839–52.
26. Burkel BM, von Dassow G, Bement WM. Versatile fluorescent probes for
actin filaments based on the actin-binding domain of utrophin. Cell Motil
Cytoskeleton. 2007;64:822–32.
27. Ayala R, Shu T, Tsai LH. Trekking across the brain: the journey of neuronal
migration. Cell. 2007;128:29–43.
Zhang et al. Molecular Brain  (2016) 9:54 Page 12 of 13
28. Gupta A, Sanada K, Miyamoto DT, Rovelstad S, Nadarajah B, Pearlman AL, et
al. Layering defect in p35 deficiency is linked to improper neuronal-glial
interaction in radial migration. Nat Neurosci. 2003;6:1284–91.
29. Ohshima T, Hirasawa M, Tabata H, Mutoh T, Adachi T, Suzuki H, et al. Cdk5
is required for multipolar-to-bipolar transition during radial neuronal
migration and proper dendrite development of pyramidal neurons in the
cerebral cortex. Development. 2007;134:2273–82.
30. Guerrier S, Coutinho-Budd J, Sassa T, Gresset A, Jordan NV, Chen K, et al.
The F-BAR domain of srGAP2 induces membrane protrusions required for
neuronal migration and morphogenesis. Cell. 2009;138:990–1004.
31. Huang BT, Chang PY, Su CH, Chao CC, Lin-Chao S. Gas7-deficient mouse
reveals roles in motor function and muscle fiber composition during aging.
PLoS One. 2012;7:e37702.
32. Arguello PA, Gogos JA. Modeling madness in mice: one piece at a time.
Neuron. 2006;52:179–96.
33. Braff D, Stone C, Callaway E, Geyer M, Glick I, Bali L. Prestimulus effects on
human startle reflex in normals and schizophrenics. Psychophysiology. 1978;
15:339–43.
34. Young JW, Minassian A, Paulus MP, Geyer MA, Perry W. A reverse-
translational approach to bipolar disorder: rodent and human studies in the
Behavioral Pattern Monitor. Neurosci Biobehav Rev. 2007;31:882–96.
35. Meyer-Lindenberg AS, Olsen RK, Kohn PD, Brown T, Egan MF, Weinberger
DR, et al. Regionally specific disturbance of dorsolateral prefrontal-
hippocampal functional connectivity in schizophrenia. Arch Gen Psychiatry.
2005;62:379–86.
36. Doherty GJ, McMahon HT. Mediation, modulation, and consequences of
membrane-cytoskeleton interactions. Annu Rev Biophys. 2008;37:65–95.
37. Frost A, Perera R, Roux A, Spasov K, Destaing O, Egelman EH, et al. Structural
basis of membrane invagination by F-BAR domains. Cell. 2008;132:807–17.
38. Shimada A, Niwa H, Tsujita K, Suetsugu S, Nitta K, Hanawa-Suetsugu K, et al.
Curved EFC/F-BAR-domain dimers are joined end to end into a filament for
membrane invagination in endocytosis. Cell. 2007;129:761–72.
39. Coutinho-Budd J, Ghukasyan V, Zylka MJ, Polleux F. The F-BAR domains
from srGAP1, srGAP2 and srGAP3 regulate membrane deformation
differently. J Cell Sci. 2012;125:3390–401.
40. Chitu V, Pixley FJ, Macaluso F, Larson DR, Condeelis J, Yeung YG, et al. The
PCH family member MAYP/PSTPIP2 directly regulates F-actin bundling and
enhances filopodia formation and motility in macrophages. Mol Biol Cell.
2005;16:2947–59.
41. Tabata H, Nakajima K. Multipolar migration: the third mode of radial
neuronal migration in the developing cerebral cortex. J Neurosci. 2003;23:
9996–10001.
42. Michael M, Vehlow A, Navarro C, Krause M. c-Abl, Lamellipodin, and Ena/
VASP proteins cooperate in dorsal ruffling of fibroblasts and axonal
morphogenesis. Curr Biol. 2010;20:783–91.
43. Itoh T, De Camilli P. BAR, F-BAR (EFC) and ENTH/ANTH domains in the
regulation of membrane-cytosol interfaces and membrane curvature.
Biochim Biophys Acta. 2006;1761:897–912.
44. Homberg JR. Measuring behaviour in rodents: towards translational
neuropsychiatric research. Behav Brain Res. 2013;236:295–306.
45. Thaker GK. Neurophysiological endophenotypes across bipolar and
schizophrenia psychosis. Schizophr Bull. 2008;34:760–73.
46. Wang CL, Zhang L, Zhou Y, Zhou J, Yang XJ, Duan SM, et al. Activity-
dependent development of callosal projections in the somatosensory
cortex. J Neurosci. 2007;27:11334–42.
47. Morris R. Developments of a water-maze procedure for studying spatial
learning in the rat. J Neurosci Methods. 1984;11:47–60.
48. Kelly MP, Isiegas C, Cheung YF, Tokarczyk J, Yang X, Esposito MF, et al.
Constitutive activation of Galphas within forebrain neurons causes deficits
in sensorimotor gating because of PKA-dependent decreases in cAMP.
Neuropsychopharmacology. 2007;32:577–88. •  We accept pre-submission inquiries 
•  Our selector tool helps you to find the most relevant journal
•  We provide round the clock customer support 
•  Convenient online submission
•  Thorough peer review
•  Inclusion in PubMed and all major indexing services 
•  Maximum visibility for your research
Submit your manuscript at
www.biomedcentral.com/submit
Submit your next manuscript to BioMed Central 
and we will help you at every step:
Zhang et al. Molecular Brain  (2016) 9:54 Page 13 of 13
